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Mary ivi. o uimim i .: ■ ■ 

Per ';™NEO STATUTORY PERIOO FOR REPLY « SET TO EXPIRE 3 MONTH(S) PROM 
THE MAILING DATE OF THIS COMMUNIC ATO N. ^ u ^ ^ ^ , reply M ,„„» ,m 

" earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 M Responsive to communication(s) filed on lOFemmlQQl ■ 

. CIMA , 2b)&l This action is non-final. 

2a)D This action is FINAL. 2b)BSI prosecution as to the merits is 

Disposition of Claims 

4) B Claim(s) and 18-23 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) 8 ^lnirr(-) '-■">, and 18-23 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) Q ciaim(s) are subject to restriction and/or election requirement. 

Application Papers 

can The specification is objected to by the Examiner. 

I □ The d awing(s) filed on ___ is/are: a)D accepted or b)D ejected to by the Examine, 
Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 *5(a). 
Apphcant may req approved b)D disapproved by the Examiner. 

I I )□ The proposed drawing correction filed on is. a)U approve 

,f approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C.§§ 119 and 120 

1 3 ) D AcKnow.edgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a) (d) (f). 

a)D All b)D Some*c)D None of: 

1 □ Certified copies of the priority documents have been received. 

14) D Acknowledgment is made of a claim for domestic pnonty under 35 U.S.C § 119(e) ( 

a)D The translation of the foreign language r^*^MX%£«™. 

15) D Acknowledgment is made of a claim for domest,c pnonty under 35 U.S.C. §§ 

Attachment(s) 



1) □ Notice of References Cited (PTO-892) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948 

3 □ information Disclosure Statement(s) (PTO-1449) Paper No(s) . 



4) □ Interview Summary (PTO-413) Paper No(s). 

5) □ Notice of Informal Patent Application (PTO-1 52) 

6) D Other: 
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DETAILED ACTION 



Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 
Thespecif—^^^ 



best 



by ft. — of »rr« out bis 



2 Claims 1-10, .2-15 and 18-23 are rejected under 35 U.S.C. 1 12, first paragraph, as 
containing subject matter which was no, described in the specification in such a way as to 
reasonably convey to one skilled in the relevant ar, that the inventus), a. the titne the 

application was filed, had possession of the claimed invention for the same reasons of record set 

forth in the Office action mailed 09/09/02. 

Applicant' s arguments filed 2/10/03 have been fully considered but they are not 

rejections, the response to arguments is found below. 

Claim 12 is included in the instant rejection since it remains drawn to any active human 
coagulatton factor V,„ and ,s not limtted to the specific full-length human coagulation factor vm 
shown ,n the instan, specification. Thus the claim reads br„ad ly on modifications of the human 
coagulation factor V„l shown ,n the instant specficafon and isreiected for the same reasons of 
record set forth in the Office action mailed 09/09/02. 
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3 



Cairns MO. 12-15 and 18-23 a, rejected under 35 U.S.C. 1 12, firs, paragraph, because 
pore— „ Cmeracoa^onfacrorvni^a— • & nc,io„ in plants, does no, 

Apphcanfs arguments filed 2/10/03 have been htty considered but they are not 

persuasive. 

Cain, 12 is induded ,„ the instant rejection stnee it remains drawn to any active human 

record set forth in the Office action mailed 09/09/02. 

Response to Arguments 
The claims remain drawn to a broad scope of methods of production of any size human 
coagulation factor VIII expressed in the plant cells as "active". 
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Appll ca„. states on page 4 of the response tha, lib, the ins- ,nven,,o„, one of ski,, in 
the art would have known a, the tune the application was filed which fragments and/or 

avaUa W ea, 1 he t , m eoffi 1 in g ,haUesc n be S «heproduc,,„n„fhe,e,o.„ g ousp rot ei„s,na nim a 1 cen 
h0 s,s, .hereby .caching de,a„ S of Coning and expression of boft factor V„,a (inac.iva.ton 
resistant coagulatton factor VI,.) and B-d„main de.eted factor vm (now marketed as Refacto®, 
Sec Exhibit A. Accord.ngly, the quanta of experimentation required to tdenttfy wh.ch 

fra^ntswou.dbesuHab.eforuseinthepresen.tnvent.on.wasnotundue.butwel.wtftinthc 

level of the skilled artisan at the time the invention was made." 

This argument is no. persuasive s.ncc the tnstan, specification as filed does no, discuss a, 
.^akingtheB-domaindeletedfactorVm or any ofter shorted variant of .he fac.or vmby.be 

disclosed me.h„ds in plan.s. Thus, .he specif.ca.ion as filed has no. adequacy described ft. 
breaft of the Calmed inventton nor .augh. one skiUed in .he ar. bow .o make and use ftc brea.h 

of .he clarmed invention for proteins other than .he full-length factor VIII. 

Applicant further s,a.es .ha. "Eaton describe a factor V... delefon mu.an. wherein 

residues 797 .hrough .562 were omi..ed by sundard molecular bio.ogy .echmques.... and Toole 

S pec,fic activtty compared to the wild-type molecule.... Furthermore, Pipe describe cloning and 
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expression of factor VIII,... In particular, Pipe teaches use of misser.se mutations at thrombin 
(Arg-740) and activated protein C inactivation cleavage sites to provide greater resistance to 
pr„,e„.ysis. This reference a,s„ describes the detection of residues 794-1689 in factor VIII, so 
that the kl domain is covalently attached to the light chain." 

However, none of these specific protein designs were taught in the specification as filed, 
nor did the specification provide any indication that these proteins were considered functional 
variants of the full-length factor VIII protein for use in the claimed methods. Without this 
reaching in the specification as filed, one skilled in the art would not have recognized ,ha, 
appltcation had adequately described these vanants for use in the claimed methods. 

Applicants further state that the cited Cramer e. al. and Lollar c« al. references "affinn 
that biologically acttve fragments and deletions of factor VIII cannot be expressed in plants..." 

In response, the specification as filed only provides guidance for expression of the full- 
length factor VIII in plants. The argument that showing expression of full-length in plants 
provides a teaching of expression of any flagmen, or deletion of that protein in plants is not 
considered valid since the main reason the specification is no. enabled for ma. fragments and 
deletions ,s no. me mechanics of expression a smaller shaped protein, bu. ralher is based on the 
fact «ha, i. ts no. disclosed in .he specification wha. de.etions and modifications may be made .o 
re.ain .he function of a protein that functions as a factor VIII protein. Without guidance for .he 
specific changes .ha. would retam fac«or VIII function, one skilled in .he art would not be able to 
make and use the breath of .he claimed pro.cins having factor VIII "activity" or function. 
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Applicant further states that "[t]he fundamental factual inquiry regarding the adequacy of 
disclosure is whether the application conveys with reasonable clarity to those skilled in the at 
that, as of the filing date sought, applicant was in possession of the claimed invention." 

The arguments made previously and above revolve around the fact that there is no clear 
description in the specification of factor VIII variants other than the full-length human factor 
VIII, and as such one of skill in the art would not have recognized that applicant either 
contemplated or had possession of a representative number of species of other factor VIII active 
fragments at the time the invention was made. 

4. The closest prior art to the claimed invention was cited in the previous Official Action 
mailed 10/02/01 as Cramer et al. in view of Hoeben et al., Healey et al., Lollar et al., Stein et al. 
and Lubin et al. which was relied upon to teach the expression of non-plant, such as human, 
proteins in tobacco plants (Cramer et al.) and the expression of human coagulation factor VIII 
and its use in mammals (Hoeben et al., Healey et al., Lollar et al., Stein et al. and Lubin et al.). 
The rejection was withdrawn in view of applicants declaration showing unexpected results for 
expression of full-length human coagulation factor VIII in plants because of its substantial size. 
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5. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Mary M. Schmidt, whose telephone number is (703) 308-4471. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, John LeGuyader, may be reached at (703) 308-0447. 

Any inquiry of a general nature or relating to the status of this application should be 
directed to the Katrina Turner, whose telephone number is (703) 305-3413. 



M. M. Schmidt 
May 5, 2003 




